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Question 9
A 30 year old man with nephrolithiasis has a stone composed of calcium oxalate. Which of the following metabolic abnormalities is most likely to be present?

A   Hyperoxaluria

B   Hyperuricaemia

C   Hypercitraturia

D   Hypercalcuria

E   Renal Tubular Acidosis

Question 14
The following arterial blood gases are obtained from a 30 year old asthmatic:

pH   7.10

PaCO2   50 mmHg

PaO2   75 mmHg

Which of the following best explains these results?

A   Partially compensated metabolic acidosis

B   Partially compensated respiratory acidosis

C   Mixed metabolic and respiratory acidosis

D   Inspired oxygen greater than 21%

E   Theophylline toxicity

Question 17
In patients with moderate chronic renal impairment, (GFR 0.5-0.8 mL/sec) the principal defect leading to secondary hyperparathyroidism is:

A   Reduced 1,25 (OH) Vit D synthesis by the kidney

B   Parathyroid resistance

C   Hyperphosphataemia

D   Reduced calcium absorption in the gut

E   High blood aluminium concentration

PAPER 2

Question 17
A 56 year male is on recurrent haemodialysis for chronic renal failure caused by polycystic kidney disease. Which of the following would best indicate a poor prognosis?

A   Serum intact para
thyroid hormone of 30 pmol/L [1.0-5.5]

B   Dialysis times of five hours three times a week

C   Blood haemoglobin of 75 g/L [130-170]

D   Serum albumin of 30 g/L [35-50]

E   Use of a bicarbonate dialysate

Question 30
A 30 year old Filipino woman, who migrated 10 years ago, presents with weight loss, RUQ flank pain and dysuria. Other history and physical examination are noral except for urinalysis which shows traces of blood and protein. Urine microscopy demonstrates 0-5 x 106 RBC/L [<10] and >100 WBC/L [<10] and granular casts. Routine urine culture has no growth. Full Blood Count, Serum electrolytes, urea and creatinine are normal.

Apart from renal imaging, the next most appropriate investigation is:

A   Early morning urine cultures for tuberculosis

B   Serum antibody to HIV

C   Serum ANA

D   Renal Biopsy

E   Urine test for Salicylates

Question 66
A 57 year old woman with ESRF due to analgesic nephropathy has been on dialysis for 5 years. She presents with painless haematuria. Urine culture and cytology shows no malignant cells. The most appropriate investigation is:

A   Intravenous pyelography

B   Abdominal CT scan

C   Cystoscopy and retrograde pyelography

D   Renal Ultrasound

E   Renal arteriogram

Question 70 
A 32 year old woman present with generalised oedema. She had a siilar episode four months ago, at which time she was found to be nephrotic and a renal biopsy showed minimal change disease. She had responded to corticosteroid therapy which was stopped one month ago. Investigations are:

Serum creatinine        0.10 mmol/L
      [0.06-0.10]

Serum albumin          25 g/L                [35-50]

24 hour urine protein excretion   7.0 g    [<0.2]

Urine microscopy shows only hyaline casts

What is the ost appropriate therapy?

A   Prednisone 20 mg/day

B   Prednisone 60 mg/day

C   Prednisone 20 mg/day plus cyclophophamide (2mg/kg/day)

D   Cyclophosphamide 2mg/kg/day

E   Cyclosporine 5mg/kg/day

Question 84
A 17 year old girl notices swelling of her ankles and breathlessness. Examination shows pitting oedema, BP is 150/95 mmHg and urine contains ++ protein, and +++ blood. Microscopy of the urine shows cellular casts and crenated and fragmented red cells. Serum creatinine is 0.105 mmol/L [0.05-0.12]; complement C3 is 0.40 g/L [0.75-1.50] and C4 is 0.23 g/L [0.16-0.56].

The most likely diagosis is:

A   Minimal Change Disease

B   Focal and Segmental Glomerulosclerosis

C   SLE

D   Membranous Glomerulonephritis

E   Post infectious glomerulonephritis

Question16


Female with systemic sclerosis:

Unwell, headache, fatigue, hypertension 180/110

Worsening renal function - Creatinine = 0.3

All suggestive of renal crisis

Best treatment:

A
Enalapril 

B
Dialysis

C
Steroids

Question18


65 year female - treated for UTI with amoxycillin

History: Hypertension.  On Indapamide and Atenolol.  Presents confused

Lots of results:

Serum  
Na   117


- Osmolality 280



K     3.0



Cr    0.60



CI    80

Urine
Na 120 



- Osmolatity 480



K    45 



CI  110

Most likely cause of hyponatraemia

A
Analgesic nephropathy

B
Interstitial nephritis

C
Indapamide

D
SIADH

E
Pyelonephritis

Question32


A 70 year old investigated  for proteinuria and impaired renal function.  Well, past history of osteomyelitis lower limb and OA.  Only medication is Indornethacin.

Microscopy of urine:
RBC 27?? -  suggestive of glomerular origin, nephrotic

Creatinine 

0.2

Random glucose 
6.1

OGTT: 

2 hours post dose impaired GT

Renal USS 

normal

Renal biopsy
Tubules looked normal, large amount of hyaline, ? Kimmelstein/Wilson, or similar amyloid thing

Diagnosis

A
Amyloid

B
Diabetic nephropathy

C
MPGN type 1

D
Interstitial nephritis

E
Epimembranous GN

Question 63


Cambodian lady with massive proteinuria.  MSU – no casts.  Normal BP, low serum albumin.  Renal biopsy shows membranous GN.  Least likely cause of nephropathy:

A
Syphilis

B
TB

C
Hepatitis B

D
Malaria

E
Wegener’s granulomatosis

ANSWERS

Question 9
(D)

Hypercalciuria--This is found in about 50% of patients with stones, and contributes to calcium-stone formation by increasing urinary saturation of calcium salts and by inactivating negatively charged urinary inhibitors. 

The most common cause of hypercalciuria is absorptive hypercalciuria due to increased intestinal calcium absorption. This disorder is also associated with low mineral bone density in the vertebrae.5 The cause of the increased calcium absorption in the intestine is unknown. 

The activity of erythrocyte membrane Ca++/Mg++ ATPase is high in patients with hypercalciuric nephrolithiasis and correlates with urinary calcium6 but no mutation in the gene for this calcium pump has been found. Increased production of interleukins7 or prostaglandins may explain bone loss, but cannot explain the increased calcium absorption. A high protein intake has been thought to increase renal mass and calcitriol synthesis, but does not explain the cause of absorptive hypercalciuria. 

An increase in the number of vitamin-D receptors on activated lymphocytes has been found in some patients with absorptive hypercalciuria, as well as in genetic hypercalciuric rats with a similar phenotype as the human disease.8 However, no alteration in the vitamin-D-resistant-cDNA coding region or in the gene for 25-OHD 1-PRIVATE


PRIVATE "TYPE=PICT;ALT=(alpha)"-hydroxylase has so far been disclosed.9 

A mutation in the renal-chloride transporter gene (CLCN5) has been described in Dent's disease--a rare form of hypercalciuric nephrolithiasis characterised by hypophosphataemia, rickets, nephrocalcinosis, and an X-linked recessive mode of inheritance.10 However, this disorder is phenotypically different from absorptive hypercalciuria. 

Renal hypercalciuria (2%)--This is caused by an impaired tubular reabsorption of calcium. In this disorder, secondary hyperparathyroidism stimulates calcitriol synthesis and increases intestinal calcium absorption. 

Resorptive hypercalciuria--This is seen in patients with primary hyperparathyroidism and accounts for about 5% of all stones. 

Hypocitraturia--This citrate inhibits and slows stone formation. 

Acidosis or acid retention is a major cause of hypocitraturia, which affects between 20-60% of patients.12 Thus, hypocitraturia is seen with distal renal-tubular acidosis (usually in an incomplete form in stone disease), metabolic acidosis of chronic diarrhoea (from intestinal alkali loss), hypokalaemia (from intracellular acidosis), physical exercise (from lactic acidosis), and consumption of a diet rich in meat (from increased acid ash content). Hypocitraturia is also found in urinary-tract infection (from degradation of citrate by bacterial enzymes). The report of defective intestinal citrate absorption has not been confirmed. 

Hyperuricosuria--This not only contributes to uric-acid stone formation, but also to the formation of calcium-oxylate stones.13 

Gouty diathesis--10-20% of patients with stones have gout.14 The stones are uric acid, calcium oxalate or phosphate, or a mixture of the two. Invariably, the urinary acidity is low (pH<5·5)--thought to result from defective ammoniagenesis. In some families there is an autosomal-dominant inheritance. 

Hyperoxaluria--This contributes to the formation of calcium-oxalate stones by increasing the urinary saturation of calcium oxalate. It occurs as genetic or acquired forms. 

Primary hyperoxaluria is rare. Type I hyperoxaluria results from mutations in the gene for alanine: glyoxalate aminotransferase. Type II hyperoxaluria results from mutation in the gene for glyoxalate reductase/D-glycerate dehydrogenase.15 

Acquired hyperoxaluria is found in 10% of patients and is a consequence of increased intestinal absorption of oxalate. In patients with compromised ileal function from inflammation or resection, pronounced hyperoxaluria (>80 mg/day) can develop. In patients with absorptive hypercalciuria, a mild-moderate hyperoxaluria (44-60 mg/day) may coexist because there is insufficient calcium remaining in the intestine to bind oxalate and prevent its absorption. Finally, a low calcium intake may produce mild hyperoxaluria (44-50 mg/day) by a similar mechanism. Increased oxalate transport in red cells, due to facilitated band-3 phosphorylation, was reported in patients with "primary" calcium oxalate nephrolithiasis.16 However, evidence for a direct acceleration of intestinal oxalate absorption has not been confirmed. 

Cystinuria--Cystine solubility is pH-dependent, with a modest increase if pH rises to 7·5, and a steeper increase with a pH above 7·5. The solubility of cystine in individual urine samples varies, owing to the solubilising action of electrolytes and macromolecules. With a urine pH<7, cystine solubility is generally exceeded when the urinary cystine concentration is greater than 250 mg/L. 

In Type I cystinuria, mutations in the gene for the dibasic aminoacid transporter (SLC3A1) have been uncovered.17 The molecular defects in Type II and III cystinuria have not yet been discerned. 

Infection stones--In infection of the urinary tract with urea-splitting organisms (Proteus sp, Haemophilus sp, Ureaplasma urealyticum, Klebsiella sp), the hydrolysis of urea yields ammonium and hydroxyl ions.18 The consequent alkaline pH of the urine increases the dissociation of phosphate to form trivalent phosphate, and there is supersaturation of struvite (magnesium-ammonium phosphate) and carbonate apatite. 

Question 14
(C)

Question 17

(A)
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Osteomalacia is common in patients with chronic renal failure; it tends to be the predominant type of renal osteodystrophy in younger patients and is more frequent in those with the lower plasma levels of calcium and phosphorus. A component of secondary hyperparathyroidism and osteitis fibrosa is almost always present. The defect itself probably involves a decreased conversion of 25(OH)D to 1,25(OH)2D either because of insufficient viable renal cortical tissue or the inhibitory effect of hyperphosphatemia on renal 25(OH)D-1PRIVATE "TYPE=PICT;ALT=alpha"-hydroxylase activity. In addition, there may be a primary defect in intestinal calcium absorption. Part of the secondary hyperparathyroidism also may be due to decreased phosphate clearance and subsequent hyperphosphatemia. Under circumstances of hyperphosphatemia and a near-normal plasma concentration of calcium, the presence of inhibitors probably causes the defective mineralization. In some patients, the osteomalacia responds to large doses of vitamin D or dihydrotachysterol or to small doses of calcitriol or calcifediol. In some patients, however, renal osteodystrophy does not respond to pharmacologic doses of vitamin D or to calcitriol. In others, accumulation of aluminum in the bone accounts for the vitamin D-refractory osteomalacia. Aluminum deposits can be identified at the mineralization fronts, and bone apposition rates are low. These individuals have high levels of aluminum and uncoupling of matrix deposition and mineralization. Individuals with lower amounts of aluminum develop a form of "aplastic" bone disease in which matrix deposition and mineralization are more closely coupled. Deferoxamine can mobilize aluminum from bone and other tissues and is effective therapy. In some patients with renal osteodystrophy, the total bone mass may be increased (osteosclerosis), resulting in increased density of bone. This is particularly evident in the spine, where a characteristic appearance is that of dense bone at the superior and inferior margins of the vertebral bodies with more radiolucent central portions ("rugger jersey sign"). Histologically, although there is more bone per unit area, each trabecula is covered by a wide osteoid seam.

PAPER 2

Question 17
(D)

Outlook
If haemodialysis is to be judged a successful treatment, it should control blood pressure and restore protein anabolism, well-being, and appetite. The patient should be able to resume the degree of activity that a person of that age and abilities might expect if there was no renal failure. Some patients have survived more than 20 years on haemodialysis and have had rewarding family and working lives. Hospital admission rates are highest in the first year of dialysis; thereafter, patients whose treatment is working well attend the centre only for dialysis (nowadays only a few patients dialyse at home) and for outpatient follow-up. However, not all patients fare so well and there has been much debate as to why some patients do better than others. Morbidity on haemodialysis may be related to the technique of gaining access to the circulation, to the dialyser circuit, to the uraemic state and its complications, or to coexisting illness. There must be access to the circulation for each dialysis session. Infection is always a hazard, especially if such access is by an indwelling line or by intermittent needle puncture of a subcutaneous synthetic graft, rather than of a native arteriovenous fistula. In the USA, 80% of patients older than 65 years had synthetic subcutaneous grafts for access in the years 1986 to 1990.26 Efforts are being made to increase the proportion of fistulae in the USA. 

Nutritional status
If there is inadequate dialysis, patients clear neither the fluid load nor the solute waste that has accumulated. In effect, the uraemic state persists, with anorexia, fatigue, and breathlessness. Blood pressure is higher than is necessary and many patients are malnourished. 

The link between under-dialysis and malnutrition is well documented; it contributes to morbidity, as measured by inpatient days,28 and is linked to mortality. The precise mechanisms that underlie these observations have proved elusive. The cumulative effect of retention of uraemic toxins has been assumed to prevent adequate appetite and metabolism. The search for such toxins has not, however, been successful. 

Question 60

(A)

Sterile pyuria in given clinical context

Question 66

(C)

The new onset of haematuria suggests that this patient  may have transitional cell carcinoma, occasionally a late complication of analgesic nephropathy. Diagnosis would have to be made by cytoscopy and retrograde pyelography presumably 

Classic analgesic nephropathy is a slowly progressive disease resulting from the daily use for many years of mixtures containing at least two antipyretic analgesics and usually caffeine or codeine (or both), which may lead to psychological dependence. The nephropathy is characterized by renal papillary necrosis and chronic interstitial nephritis, with an insidious progression to renal failure, sometimes in association with transitional-cell carcinoma of the uroepithelium. (1,2,3,4) 

In the early stages of the disease, the clinical symptoms are limited to polyuria, sometimes associated with sterile pyuria, and renal colic that is occasionally associated with acute renal failure due to bilateral obstruction of the urinary tract. Macroscopic hematuria and microscopic hematuria are seen within the setting of sloughing and elimination of necrotic papilla or as a result of transitional-cell carcinoma. With further progression of the disease, there are the nonspecific symptoms of advanced renal failure. 

Question 70

(B)

Treatment with high dose ususally leads to remission of proteinuria. Adults are not usually considered resistent to corticosteroids until they have failed 16 weeks . Approximately 30% of patients will relapse by one year and 50% by 5 years. Retreatment with corticosteroids often leads to repeat remissions. Treatment of patients who relapse frequently or who are steroid dependent, treatment with an alkylating agent such as cyclophosphamide often can lead to prolonged remission of the nephrotic syndrome.

MKSAP

In adults with minimal-change glomerulopathy, we administer 1 mg of prednisolone per kilogram per day for at least eight weeks, and even longer in selected patients. (97) If the patient has no response or has frequent relapses or if steroid dependence develops, we administer cyclophosphamide (1 to 2 mg per kilogram per day) for a period of eight weeks if the patient is symptomatic or has characteristics associated with an adverse renal prognosis (male sex, hypertension, smoking, elevated serum creatinine level, massive proteinuria, or interstitial fibrosis). Leukocyte counts must be monitored, fluid intake should be high, and adequate contraception in women must be ensured. 

NEJM april 23 1998 Nephrotic syndrome

Question 84

(E)

Glomerulonephritis is defined here as a disease characterized by intraglomerular inflammation and cellular proliferation associated with hematuria. This definition excludes several important nonproliferative or sclerosing glomerulopathies such as membranous glomerulopathy, focal segmental glomerulosclerosis, and diabetic nephropathy (Table 1). Hematuria in patients with glomerulonephritis is typified by the presence of dysmorphic red cells (2) or red-cell casts in the urine, findings that differentiate hematuria of glomerular origin from extraglomerular bleeding. However, the presence of urinary red-cell casts or dysmorphic red cells cannot be used to discriminate proliferative from nonproliferative glomerulopathies. Patients with glomerulonephritis generally present with one of five clinical syndromes: asymptomatic hematuria, acute glomerulonephritis, rapidly progressive glomerulonephritis, the nephrotic syndrome, or chronic glomerulonephritis. 
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Acute glomerulonephritis is a syndrome characterized by the abrupt onset of macroscopic hematuria; oliguria; acute renal failure, manifested by a sudden decrease in the glomerular filtration rate; and fluid retention, manifested by edema and hypertension. Urinary protein excretion varies widely in this syndrome, but the rate is generally less than 3 g of protein per day. Edema probably results from renal sodium retention caused by the sudden decrease in the glomerular filtration rate, rather than occurring as a consequence of hypoalbuminemia. 

Poststreptococcal glomerulonephritis usually presents with the features of acute glomerulonephritis and is representative of a larger group of postinfectious glomerulonephritides in which acute glomerular injury results from immune events triggered by a variety of bacterial, viral, and protozoal infections. Poststreptococcal glomerulonephritis predominantly affects children between the ages of 2 and 10 years, with a slight predominance of males; fewer than 5 percent of patients are under 2 years of age, and fewer than 10 percent are over the age of 40 years. (43,44) Only certain nephritogenic strains of streptococci have been associated with poststreptococcal glomerulonephritis. The more common sporadic variety of poststreptococcal glomerulonephritis usually follows type 12 streptococcal infection of the pharynx. (44) Epidemics of the disorder have been linked to several strains causing either throat or skin infections. (45) 

The mechanisms of renal injury in poststreptococcal glomerulonephritis have not been delineated completely. Deposits of IgG and C3 are regularly found within glomeruli and suggest that immune-complex formation is involved. However, it remains unclear whether the associated inflammation is mediated by circulating immune complexes, complexes formed in situ, or both. (46) Recent evidence has been found to support the notion that one or more streptococcal antigens with an affinity for glomerular structures are "planted" in the glomerulus during the early phase of streptococcal infection, followed 10 to 14 days later by a host immune response in which antibody attaches to the antigen. (47) The most plausible candidate antigens include endostreptosin, (48) nephritic strain-associated protein (which exhibits streptokinase activity), (49) and nephritis plasmin-binding protein (a precursor of pyrogenic exotoxin B). (50) Although concentrations of circulating immune complexes do not correlate with the severity of the disease, they may contribute to the generation of massive intraglomerular immune deposits after the initial immune complexes formed in situ have altered the permeability of the glomerular basement membrane. 

On light microscopy, poststreptococcal glomerulonephritis is seen to be a diffuse proliferative process with increased numbers of mesangial cells and endothelial cells, often accompanied by infiltration of capillary lumina and the mesangium by polymorphonuclear cells, monocytes, and eosinophils (Figure 3A). In severe cases, epithelial cells and macrophages accumulate in Bowman's space and form crescents, also a hallmark of rapidly progressive glomerulonephritis. Immunofluorescence microscopy typically reveals a coarse granular pattern of deposits of IgG and C3 in mesangial stalks and in capillary loops. (51) Subendothelial immune deposits are probably responsible for the local influx of inflammatory cells, but they are rapidly cleared and may not be seen on renal-biopsy specimens obtained relatively late in the course of the disease. Large subepithelial immune deposits referred to as "humps" are best seen on electron microscopy (Figure 3B) during the first two weeks of the disease and tend to diminish by week 4 to 8. (52,53) 

Poststreptococcal glomerulonephritis is an acute, reversible disease characterized by spontaneous recovery in the vast majority of patients. Typically, gross hematuria and edema develop 7 days to 12 weeks after the streptococcal infection. Spontaneous resolution of the clinical manifestations is generally rapid: diuresis usually ensues within one to two weeks, and the serum creatinine concentration returns to base line within four weeks. (44) The rate at which urinary abnormalities disappear is more variable. Hematuria usually resolves within 6 months, but mild proteinuria is still present in 15 percent of patients after 3 years and in 2 percent of patients after 10 years. (54) 

Serial measurements of complement components can be helpful in the diagnosis of this disorder. Total hemolytic complement activity and C3 concentrations are depressed early in the course of the disease and, in most cases, return to normal in six to eight weeks. (55) The finding of persistently low concentrations of C3 more than eight weeks after presentation should alert the clinician to the possibility of lupus nephritis or membranoproliferative glomerulonephritis. The detection of antibodies to streptococcal antigens provides evidence of recent infection but is not diagnostic of poststreptococcal glomerulonephritis itself. Antibodies to streptolysin O, streptokinase, hyaluronidase, and nicotinamide dinucleotidase are the ones that are most often measured. (56) However, as many as one third of the streptococci of the type 12 strain do not produce streptolysin, (44) thus limiting the diagnostic value of antistreptolysin O titers in patients with recent pharyngeal infections. 

The long-term prognosis of patients with poststreptococcal glomerulonephritis has been a subject of controversy. Although most patients eventually have a complete recovery, hypertension, recurrent or persistent proteinuria, and chronic renal insufficiency develop in some. (57) The reported incidence of chronic renal insufficiency ranges from 0 to 20 percent. (44,57,58) It has been suggested that misdiagnosis, racial differences in the risk of progression of renal disease, and differences in the natural history of sporadic and epidemic glomerulonephritis may account for these discrepancies. Treatment of poststreptococcal glomerulonephritis is supportive, focusing on the short-term management of fluid overload and hypertension with diuretics and other antihypertensive agents as needed. 

Question 16

(A)

Treatment

Even though SSc cannot be cured, treatment of involved organ systems can relieve symptoms and improve function. The patient will need repeated explanations and reassurances throughout his or her illness. Depending on the severity of illness, the patient will require monitoring of blood pressure, blood counts, urinalysis, and monitoring of renal and pulmonary function on a regular basis.

For patients with limited cutaneous SSc who develop isolated pulmonary arterial hypertension, the treatment is inadequate. A calcium channel blocker such as nifedipine lowers pulmonary arterial resistance and improves cardiac function, but in most patients this is only for a short period of time. Few patients survive more than 5 years. Heart-lung or single-lung transplantation may be a therapeutic option in those patients without other significant systemic involvement. Recognition of early signs of renal hypertensive crisis is important in order to preserve renal function and prevent hypertensive encephalopathy. Renal involvement is often accompanied by hypertension and mild to moderate proteinuria. An occasional patient may be normotensive. Antihypertensive agents are often effective in lowering blood pressure and stabilizing or reversing renal failure. These drugs include propranolol, clonidine, and minoxidil. Particularly effective are the angiotensin-converting enzyme inhibitors, which include captopril, enalapril, and lisinopril. Dialysis may be required in patients with progressive renal failure. Some patients, however, have a slow return of renal function after several months and may no longer require dialysis. Patients are usually not candidates for kidney transplantation because of the other systemic manifestations of SSc.
Effectiveness of drug therapy in SSc is difficult to evaluate because of the variable course and severity of the disease. Many drugs have been used in the treatment of SSc without any consistent or prolonged benefit. In uncontrolled studies, D-penicillamine has been reported to reduce skin thickening and prevent development of significant organ involvement. This drug interferes with inter- and intramolecular cross-linking of collagen and is also immunosuppressive. Its immunosuppressive activity also may lead to decreased collagen production. Penicillamine is better tolerated when started at a low dose, usually 250 mg/d, and then increased at 1- to 3-month intervals up to 1.5 g/d as tolerated. Although a few patients can tolerate higher doses, most patients are maintained on a dose between 0.5 and 1 g/d. For optimal absorption, it is important to give this drug 1 h before or 2 h after a meal. This drug can be quite toxic; its more serious complications include glomerulonephritis with nephrotic syndrome, aplastic anemia, leukopenia, thrombocytopenia, and myasthenia gravis. Other side effects are fever, rash, anorexia, nausea, and loss of taste. Patients should have monthly complete blood counts (including platelet count) and urinalyses. Azathioprine and other immunosuppressives also have been used in SSc and should be reserved for those patients with rapidly progressive and life-threatening disease. Control studies are lacking. Trials of treatment with recombinant interferon PRIVATE


PRIVATE "TYPE=PICT;ALT=gamma", 5-fluorouracil, and extracorporeal photochemotherapy have shown improvement in some disease parameters. No therapy, however, has been clearly demonstrated in a controlled, prospective study to suppress or reverse the disease process of SSc.

Antiplatelet therapy may play a role in the treatment of SSc, since the biologic products of platelets affect blood vessels. Low doses of aspirin block the formation of thromboxane A2, a powerful vasoconstrictor and platelet aggregator. In addition, dipyridamole, 200 to 400 mg in divided daily doses, also decreases platelet adhesion to damaged vessel walls. While these drugs have a reasonable therapeutic rationale, a 2-year double-blind study did not show any benefit from their use. Reports of beneficial effects of colchicine or chlorambucil have not been documented in controlled studies.

Glucocorticoids are indicated in those patients with inflammatory myositis or pericarditis. The initial dose is 40 to 60 mg/d and is tapered based on clinical improvement. They should not be used for the indolent primary form of muscle disease of SSc. Prednisone in the range of 20 to 40 mg/d may decrease edema associated with the edematous phase of early skin involvement. Glucocorticoids are not otherwise indicated in the long-term treatment of SSc. High doses of glucocorticoids may play a role in precipitating acute renal failure. However, this association remains unclear.

The management of Raynaud's phenomenon is directed at control of vasospasm. Patients should be advised to dress warmly and wear mittens and socks, not to smoke, to remove causes of external stress, and to avoid drugs such as amphetamine and ergotamine. Beta blocking drugs may make Raynaud's phenomenon worse. Warmth of the central body induces peripheral vasodilatation. Drugs that block sympathetic vasoconstriction, such as reserpine, PRIVATE "TYPE=PICT;ALT=alpha"-methyldopa, phenoxybenzamine, and prazosin, may be useful in the treatment of Raynaud's phenomenon, but their side effects often curtail extended use. The calcium channel blockers nifedipine and diltiazem can be effective in alleviating Raynaud's phenomenon, but side effects of light-headedness and palpitations may limit their use. The sustained-release form of nifedipine is better tolerated; the dose is 30 mg/d up to 60 or 90 mg/d as required to control symptoms. Ketanserin, an oral serotonin antagonist, also has been shown to be effective. Studies with iloprost, a prostacyclin analogue, have shown a decrease in frequency and severity of Raynaud's phenomenon and healing of digital ulcers in some patients. Iloprost is still not available in the United States for general use. Pentoxifylline may also improve perfusion by increasing the deformability of the red cell plasma membranes. Techniques of biofeedback also have been used with variable success for teaching patients to control the temperature of their hands. Stellate ganglion blockage may be useful in temporarily alleviating severe ischemic pain in the fingers. Surgical sympathectomy usually provides only temporary improvement, and it, along with other forms of therapy, does not prevent progression of the vascular lesion. The response to any therapy for Raynaud's phenomenon is limited by the degree of existing structural narrowing of digital arteries. Gangrene of distal digits may occur and require surgical amputation.

Numerous drugs have been claimed to soften the hidebound skin, but documentation in controlled studies is lacking. These drugs include D-penicillamine, colchicine, P-aminobenzoic acid, and vitamin E. Dryness of the skin may be reduced by avoiding frequent use of detergent soaps and by regularly applying hydrophilic ointments and bath oils. Regular exercise helps to maintain flexibility of extremities and pliability of skin. Massaging the skin several times a day also may be beneficial. Fingertip ulcerations can be protected by applying a guard or cage over the end of the finger. The use of an occlusive dressing, such as the hydrocolloid duoDERM or other membranes, over a noninfected ulcer may promote healing and protect the finger. Skin ulcers should be kept clean by soaking or by surgical or chemical debridement. Sympatholytic drugs or local nitroglycerine paste applied to or adjacent to the ulcer may be beneficial in promoting healing. Infected ulcers can usually be treated with topical antibiotics but may require systemic antibiotics, especially when there is a question of underlying osteomyelitis. The development of calcinosis cannot be prevented, nor can deposits be dissolved. Warfarin has been reported to reduce calcinosis in a few patients.

Patients with reflux esophagitis are treated with small, frequent meals, antacids between meals, and elevation of the head of the bed. Patients should be advised not to lie down for a few hours after a meal and to avoid coffee, tea, and chocolate, which reduce the pressure of the lower esophageal sphincter. Cimetidine, ranitidine or other newer H2 blockers may be beneficial. Omeprazole, a gastric acid (proton) pump inhibitor, has been effective in treating erosive esophagitis in some patients. Metoclopramide and cisapride increase gastrointestinal motility but do not significantly improve esophageal motility. They both increase lower esophageal sphincter tone and can be of help in some patients. Nifedipine and, to a lesser extent, diltiazem reduce lower esophageal sphincter tone resulting in esophageal reflux. Patients with dysphagia should be instructed to chew their food thoroughly and wash it down with fluids. Malabsorption syndrome due to duodenal hypomotility and bacterial overgrowth may improve with intermittent use of appropriate antibiotics. Patients with severe debilitating malabsorption may benefit from parenteral hyperalimentation. Stool softeners and mild laxatives are usually adequate for treating constipation caused by hypomotility of the colon.

Articular symptoms are treated with nonsteroidal anti-inflammatory agents. Low-dose prednisone (10 mg/d or less) may improve symptoms in those not responding to these agents. Physical therapy may help to reduce the loss of joint mobility that occurs in SSc.

In patients with diffuse cutaneous SSc, the early recognition of alveolitis as previously described (see "Pulmonary Features") may allow treatment that might slow or prevent the development of pulmonary fibrosis. Cyclophosphamide has been reported in uncontrolled studies to be beneficial, and a controlled study is presently under consideration by the American College of Rheumatology. The role of glucocorticoids in preventing progression of interstitial lung disease is not clear but may be of benefit in early disease. Pulmonary fibrosis is not reversible, and therefore treatment is directed at symptoms or complications. Pulmonary infection requires prompt treatment with antibiotics. Hypoxia necessitates giving low concentrations of oxygen. Patients should receive polyvalent pneumoccal vaccine (Pneumovax) and yearly influenza immunizations.

Patients with cardiac failure require careful monitoring of digitalis and diuretic administration. Noninflammatory pericardial effusions also may improve with diuretics. Care should be taken to avoid overdiuresis, which may lead to decreased renal blood flow, decreased cardiac output, and renal failure.

Question 18

(C)

Indamide is a diuretic

Urine tests clearly demonstrate excretion of sodium, potassium and chloride

Serum osmolality is normal

Question 32

(A)

Question 63

(E)

Glomerular Lesions Associated With Infectious Diseases

Morphologic Lesion  & Common Disease or Inciting Organism 

Diffuse proliferative glomerulo-nephritis 

(classic postinfectious glomerulonephritis) 

Streptococcal pharyngitis

Acute/subacute bacterial endocarditis

Visceral sepsis

Typhoid fever

Syphilis

Leptospirosis (Mycobacterium leprae)

Toxoplasmosis

Falciparum malaria

Plasmodium falciparum

Varicella, mumps, echovirus, coxsackievirus, measles

Infectious mononucleosis

Hepatitis B and C 

Membranoproliferative glomerulonephritis

 Subacute bacterial endocarditis

Ventriculoatrial shunt infection

Visceral sepsis

Hepatitis C infection

Hepatitis B infection

P. falciparum

Schistosomiasis 

Mesangial proliferative glomerulonephritis 

Recovery phase of postinfectious glomerulonephritis 

Membranous nephropathy 

Hepatitis C infection

Hepatitis B infection

Syphilis

Filiariasis

Hydatid disease

Schistosomiasis

Plasmodium malariae

Leprosy

Enterococcal endocarditis 

Focal segmental glomerulosclerosis 

HIV infection

Schistosomiasis 

Renal amyloidosis 

Any chronic infection 

In Wegener’s Granulomatosis, the renal lesions are of two types: in milder forms, or early in the disease, there is an acute proliferation and necrosis of the glomeruli, with thrombosis of isolated glomerular loops. This focal necortising glomerulonephritis may reoslve with terapy or may rapidly progress to  the second type, in which there is diffuse proliferation and necrosis of the glomerulus, together with the formation of many gloerular crescents. Patients with focal lesions may have haematuria, proiteiuria, whereas those with crescentic GN develop rapidly progressive renal failure.








